ABSTRACT Twenty-one patients with proven recurrent malignant pleural effusions were randomly allocated to treatment groups receiving either intrapleural Corynebacterium parvum in a dose of 7 mg or intrapleural mustine (20 mg). The designated intrapleural therapy was repeated on one occasion if further pleural aspiration was required. Corynebacterium parvum (nine patients) proved superior to mustine (12 patients) in suppressing the reaccumulation of pleural fluid, and was associated with only minimal side-effects of fever and nausea in two patients. Mustine caused marked nausea and vomiting in almost all patients. Three of the four patients who were deemed "failures" after mustine therapy had complete suppression of pleural fluid reaccumulation after a single dose of C parvum, the survival of the fourth being too short to assess a response adequately. There were no failures in the C parvum treated group. Corynebacterium parvum appears to be an effective, welltolerated agent in the management of recurrent pleural effusions. The relative contribution of its potent immunological stimulant effect to its mode of action remains uncertain.
Successful suppression of the rapid reaccumulation of pleural fluid can make a major contribution to the management 
Results
Of the 21 patients, 12 were treated initially with intrapleural mustine and nine received intrapleural C parvum. The details of these patients are listed in table 1. There was no significant difference between the two groups in terms of age, the initial size of effusion, or the interval between the two aspirations before entry into the study.
The results of intrapleural therapy are shown in table 2. All patients treated with mustine experienced nausea and 11 of the 12 vomited, in some cases repeatedly. These symptoms were only partially controlled by antiemetics such as cyclizine and metoclopramide. In contrast only one of nine patients treated with C parvum was nauseated while one experienced a mild fever at 38°C. Four patients, deemed mustine failures, subsequently treated with C parvum had no reaction.
Three patients died within three w,eeks of initial intrapleural therapy. In the C parvum group two patients died of massive pulmonary emboli and in the mustine group one patient died after 21 days from his disseminated malignant disease. The survival of these patients was too short to assess any suppression of pleural fluid reaccumulation. Of the remaining 11 patients treated initially in the mustine group, five were a complete success, one a partial success in view of the requirement for a further aspiration and repeat instillation of mustine, and five were failures as repeated aspirations were required. Four of these patients were subsequently treated with intrapleural C parvum, with complete success in three cases, the fourth patient's survival being too short to assess a response adequately.
Of the remaining seven patients in the C parvum group, five were a complete success and two a partial success as a result of the necessity for repeat aspiration and reinstillation of C parvum. In one of these patients a hydropneumothorax necessitated prolonged intercostal drainage. There were no failures. As already described, of the four patients deemed mustine failures, three responded well and were clearly successes. when subsequently treated with C parvum. These four patients, all with underlying bronchogenic carcinomas, had recurrent effusions despite two doses of intrapleural mustine, reaccumulating an average 5.8 litres over a mean of 24 days. In all four patients a single dose of C parvum resulted in no further aspirations being required, the patients surviving a further 73 days mean (range 21-125 days). There was no difference in overall survival in the two groups, the mean survival in days being 86 for the mustine group and 80 in the C parvum group at the time of analysis wuhen three patients treated by mustine alone and four patients by C parvum alone were still alive.
Postmortem examination of three patients treated with C parvum showed extensive fibrinous exudate, adhesions, and fibrosis with obliteration of the pleural cavity in some patients as described by Webb 
